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(54) immmmfemi 

(57) [S«§|] 

it&m <i)xtt*fls#*©is*± 



fl»-(CH,),-N 



(1) 



Uit^^S, |*7i=/H 



[HHP!!] 

R 1 

«J-(CH a ).-N (1) 
R 2 

rv>rt>J:<, ^n^yRf, {SKr/i^^ 

^^ysi^sp^ffiteitffts) , -r^/y 

1 (4{g^ 7 ;v =3r ^£ £ , R 2 fcfckBSas 

LTV^TtJ:V^»675S15©Mfck*££, nttl 

©E3I±!^ £ft 5££»&# fc -f5 MfrBSfeffite* 

[IPJ©P»&t£M] 
[0 0 0 1] 

[0 0 0 2] 
[ft 2] 

R 1 

*-(CH.).-N (1) 
R ! 

[0 0 0 3] Kf ( *|i7i^S, fl7i^S 

(ffASofttt lMs-e*!), ^ft^ftoe^Sttl^ 

^g^T/Vdr/VT 5 / =. h n SXU^ig* 1 ~ 3 © 

5) , f^y*y/v*, t°yv?A«, df-y y/v*xi±^ 

R 2 i4*^S^*« LTV^T t> ±V^^Jk 6 75^15©^ 

ni±ix(4 2^^-r 0 ] x-mznzn/ 
iti?mx\mi^m<Dmkmm $ ft z>&m%»$%- 1 

^ L r ft ft fcft JMiStt £^Pf 5 JtafoSSaET&atSI fc: 
[0 0 0 4] 

mm (ftw&cmm) , %m8.mmmmRxm&.&Mftm 
fc*»j$ft5^ N rft6,sa«jteffi©f&ia6fcLrtt, 

^&if©ftM • ffiH-fflW, HS&SJfXftJE^&ttK 



Rttft if ©ffi^ & t EUfi fc LT % © fc ttV ^ 

v>Jtv\, 

[0 0 0 5] *iPJ©XMMM?ffl©#?M 

& 5 iwa— «i5S: (i) s ft 5 7 ? / it&wx 

ft£>©:£©5*>, — §|5©fb^-Di4#PfiBS62-234004-§-^ 
^#MHS63-2904^#* iff-, ^ft^ftgASffi 
SI, *«»^fiHSiSiJi:L-C|B«H^5ftT*5tJ, 

*«#sea^tB8*i-5GABA law 

(Biochemical Pharmacology Vol. 34, No. 23, p417 
3-4177(1985)) ^il^tflgfC^PlS^ffl (Journal of 
Medicinal Chemistry, Vol.36, No. 9, pl262-1271 (199 
3)) fc£©3Safft!!&#o£i;aM8#$ft-C^3. 

sft#s r t z^m-tzmmn^ti w\ 

[0 0 0 6] 

T**«+£;fcfc©fcH:v**.i\ set, m-mm^mm 

if\ a*©BgSAs#ffiL,TV^S„ lot, J;ij££tt# 

io&v^atsfstfe&^r u Ro«ttii©m!iL 

K< v\ XVA%£%«RII2: LT^TO^ft^H^ft 
TV ''So 
[0 0 0 7] 

[«W**SM-*fc»0>^»] *3S?l#bH:, 75 y^ 
^»(l)Xf4^ftp3©M©E«f H t LT©jB3i«:*tfMft 

^fl^jfotV^UI:, HVWm, ( Candida ) 

, ?J^h3y*x« ( Cryptococcus ) ftif©gW« 
MsK h y =* 7 ■< V VI ( Trichophyton ) , 
#7^1 ( Microsporum ) ft if ©£)#;£ Mf-, T 

X^/V^/UXji ( Aspergillus ) ft if ©£-«*« fc*fb 

[0008] ip*?, *»Wf±r5 /ft-e^ajxiiR-ft: 
^ © E^ifFS $ ft 5 g Sr^fig^ fc 1" 5 SfilS 

[0 0 0 9] 

5g^7 ! =/H©tftlt*$) 5 1«7;^ *y;Hi 
LTi±, ^^ftl75M6©T/V^drV^£, $f4L<{4 
y rdrvvkg, xb^y;H % n-7°t3*°=3rV^S, -fy 

7°n ^df-^/kS, n-^ h ^ V/VS, jy?h **y>vm, 

sec-y- b*'sAs3h tert-7 h *^S* if ©M»* 1 
75^ 4 ©E«^Xii^-ft^©T/V^ V/VS^, 
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}4, -^xfATSyl, ^-n-^o 

7 v^^vvVT N-7 fvWH^/v-T 5 7 

S, N-7 ^/V-N-t/n t>7 5 71, N-7 ^/WN-^Vf" 

/vt 5 y mtt b*<Dm&m t Lrmmm 1 75^ e »E§m 

it, S^^/vr? 7*, v^^VKT^S, v'-n-T-P 
tW7 5 7*, N-7 ^fvV-N-^/VT 5 7 S, N-7 ^/V- 
N-^p fc°^T 5 7 £ft ^WfimS t LTM*» 1 7b^ 3 

7 fkymvs, ^ ¥&mfb 
-r 5 ^y* y if**, t° y t tnt m«2- 

fc°y>7vS, 3-fc°yv7v£, 4-fc°y ^vSftif;i\ 3r7 
y;vSt LTtt, Wtl\22-*j V 3-^7 y^K, 
4-^7 y /U36ft if tf*, -f > K y A-S t L-Tf4, «*.tf2- 
^yFD/vS, W^KS/HEftffaspWfcixS. R A 
T**£;ft,3ffiSfc7Vv3vv*i Ltd, «jstff*f-/Hi, 
xf/H, n-7"nf/H, VT-ci tWS, n-r/fvv 
£, ^y/f;H, sec-^/Vg, tert-^/W*, ^ 

i4#&«cD7VV^«, »4L<(47^*, a^/V 

S£ft3^J^6;^15cD^ft*iitgi:LT(i, «t« 
— dp^i-S, ^^A-S, r->7i^, Kr^S (59 
y^S) , Th7f7;H , -O^T 

[0 0 10] 75 7ft^fe(l)Xi±-?:tlbO^(4, 
IfJJP^T'&Sfti^Jti, fiilTtc^-rSlSSKA, BXi± 

ctSorSgt-?, r 1 ^e«T /v=3f h 6 f 

fete, SfSgfi&A, BXttC-effjJlfcR 1 ^*!!? 

0-(CH 2 )»NH 2 + R 2 -X 
(5) (6) 

[0 0 17] ±|BKJS&ft»A, B&t^ClCt3^T, BP* 

*7/Vdr/V7 5 ^ffi (5) (±, T 5 7 ftl^fe (1) U:*W&-*-5 
[0 0 18] JifBSJSS^A, BXSCi^otM^ 

*xf-T5 7fb^(i)(±, mmn ^xmrn-tftrnzn 



[0011] »MA 1 ffi7;Vft Kffi(2) tr 
/Wdr/VT5 >*(3)£, SH^fvK ;=7 7-/K 
7tKn77>4 if ©*lKffiKf, 5 ~30t-C0. 5~ 6 

mr&Zb%<* 5%Pd-C, y*-~y*r/Vt£¥(nm 

mM&T\z-jKmmw (**j±3~2ok g /cm 2 ) -ra^tic 

ft^*(la)as#fe*l,5. 
[0 0 12] 
[ft 3] 

0-CHO + R 2 -NH S * <2i-CH = NR 2 

(2) (3) (4) 

AMmiN > ^- CHa -NHR 2 
(la) 

[0013] SMKB_ L fti7^ ! t F«l(2) t T 
;v*;V7 5 >1S(3)£, ^-x/v-SSt, ^^7-/K 
ftSt-^MJ^A*if©#ftTi-. O~50t, jftKB 

i5~25 c c-eo.5~6^ws^S*, ftv-e, tfy^v- 
!i?7y^ hy pa, **ftyf?A 

T A- 5 = p A^ if COMTEK Srtt-f- 5 r t <t !9 , 

s;(l)ir^ov^TR 1 ^^^^ n = 1 xhzik&maa) 
ambus, 

[0 0 14] 
[ft4] 

(4-CHO + R 2 -NH 2 «5-CH a -NHR ! 

(2) (3) (la) 

[0015] Kfo'tmc : %mm.T;V*>VT 5 (5) 
t/>n^WIST/V!¥/V(6)tS:, 7iai3*/VA, b/v^ 
Wf;V*M7 5 K*ifO*BBffiK«t», 30-110 

tfcit), -^(D^v^rR^s^^JS^T-foSft^- 

[0016] 

[ft 5] 



* 9i-(CH 2 )„-NHR z 

(lb) 

[0 0 19] ±|BSJ£»l^^ftV^it$n/tTS 
7 ft^ft (1) Xtt^tt £3 COi^tt, S^l^-fe bSl" 
»7>«f-«»¥S, ^x.«, ttffi, Stt, ^ft, itS, 
SISiTb, 779A7P-7 h7'77^-, mM?v-?\-7y 

yj-f£b*Z%^xfrM'mM-fZ>zbtfx%Z> 0 
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[0 0 2 0] _kfBKJS«8§A, BRVCOW&Xmtei. [0 0 2 1] 

m i t-*-r„ 



4 (ta<«f§) 
5 



3,4-yt KnJri/ 



33<ifiS«) 

"4 
5 

7 

ascites 

39 



C,,H 2i 
C 12 H 25 
C,,H 2 » 
C, 2 H 26 
C l2 H 26 
C, 2 H 2i 
C, 2 H 2S 
C 12 H !S 
C 12 H a , 
C, 2 H 26 

C 1S H: * 

C, 2 H 25 

Ci.Hm 

C, 2 H 2S 
L- 1 j H : s 



ii 



43(«BJg; 

[0022] rs/fls^iumi-fcK 

i4\ * ^v^S ( Candida ) , ^P^h^^AxI (Cry 

ptococcus ) ?£H<DmmmMM, bv^y-t h>m orri 

chophyton ) , Z n 7si&y AJ| ( Microsporum ) ft if 
©&Jt*^S, matT^^/U^m ( Aspergillu 

^sjtx«ffi, m&&Mnmftt-(n&m%km<Dmmiz 

[0 0 2 3] *|S0JcDXMii^lEte«IJ(-fi, 
&3;fc3*flH£*ffll©fi&#, #*gRL JW»FJ, 

phm* b°zm# t hxma-rs n t ic ± 5 , «* *» 



4-tKD*->-3-;< K->7x 
3-t f--D*->-4-;t h*i/7xn;i/ 

3,4-S;* h**/7i=JV 

2,4-y^aD7^-;v 

1- h'J7MD^W7i-;l 
3,4,5- h'J* h*'/7i=A 
3,4,5- 1- 'J* h+'>7i=JI/ 

2.4.5- HJ* (-=*--> 7 i=Jl/ 

2.4.6- h 7/ !-*->7x=ft 
2,4,6- h ijji Y*->7*-!U 

■f s 9V 'J ;v 

2- *,' 'M 

_ r > i= 'J a- 

2- fcT'J 

3- ^'Jv^ 

[0024] jfmn<Dnmm$kmmm%mx-\t\i yk 

^fe(l)Xi«^6»«t LT»l~l,500mg, #{C»10 

~6oom g /!iw $ t < , ^mw-m^ximmic^fx 

/ (1) Xtt^rft £3 ©£©*fiB:, $»J^#:fc*f L 
"OS-JO. 001~ 511%, #^0. 01~ 1 SS% tU IB 

[0 0 2 5] 
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[0 0 2 6] 1 (RttM^A : ^«m^37RXf 

38©^) 

500ml f- 9 L — 7* ft, 2--f 5 ^/-/V*/W/</Vf 
t K (2-imidazolecarboxaldehyde ; AldrichttM) 6. 9 
g (70mmol) , tt7 y D }VT 5 V12. 8 g (69mmol) , 5 
%Pd-C 2 g XUW&f ^?fvV200ml£r;I; 9 TkSit^C 
>m (20kg/cm 2 ) Sa-C24I^M«^Lfc. 

- (n-^^>-:ff»3:^=2 : 1) fciflflfSlL 
t, efefeffBON-y 9 y /k-2--f * yV-/vy- $ 
Og (i|x^60%) £#fc 0 

[0 0 2 7] 1 H-NMR 5 (ppm) (CDC1 3 ) ; 0. 9 (3H, t) , 1.2 
-1. 3(18H,m), 1. 4-1. 5(2H,m),2.6-2. 7(2H,t), 3.9(2H, 
s), 7.0(2H,s) 
MS ; 265 (M + ) 

[0 0 2 8] ^©fife^Bl.Og (3.8mmol) £rl2.5%i& 

m-^.f / -smmomumm u 3o°c-c 1 i$mft # l 

fc 0 ^/-/U&iglETKg* (20mmHg, 50 

t) U ^ (2.0mmHg, 50°C, 2 R#ffl ) LT, 
hI©N-5 1? y /W2--f ? ^V-A-pi fvVT $ V-itKig 
1.08g 01X^100%) £#fc 0 
[0 0 2 9] ##«2 (SJSSKB : fb^##260-& 

SESKftatf, n-7 9!J^7 5 Vll. lg (60mmol) XlM 
y/^y^l.52g (lOmmol) ^100mlAJ^77^. a (C* 

M5ml<DMr°mTLfz 0 jRTi^TS, S?&T*&l2B#Mjf 
#U tffcV^T-^yy-tfy -^Hfls (AldrichttH) 1.2 
ml (lOmmol) %WftfrtfXM?L, HI- 2 l$IW&#L.fc 0 
5 Ni£Hl2ml2rMT U0#M«#Lfc«, 5 NtRSHW- 

(n-^lJ-y : mm^^=2 : 1) 
^>"<y^r?y2.6g (W82%) £r#fc 0 

[0 0 3 0] J H-NMR 5 (ppm) (CDC1 3 ) ; 0. 9 (3H, t) , 1. 2 
-1. 3(18H,m), 1.4-1.5(2H,m),2.6(2H,t), 3. 5(1H, s), 
3.7(2H,s), 3.9(3H, s),6.8(2H, s), 6.9(1H, s) 
MS; 321 (M + ) 

[0 0 3 1] ###!|3 (RmmffiC : ^mm^&.Tf 
30©^) 

^Ht^St^, 2,4-v>y UP'O'vvVT? >3. 5g (20mmo 
1) , h y xf;V7 5 ^4.0g (40mmol) SWpp** 
A 10ml £ 100ml Al£ 7 7 7 = l-ft <9 32^, 50~60°CT\ 
^oo*/VA5ml fcjgsflp Lfc^^D^'n^ K4. 9 g 
(20mmol) £jI#Tl-«TU 6&SKft#Lfc 0 ^©S 



/WA : ^/-/I^IO : 1) iCj^fifSLT, &J|fejft 
H»N-9 y y /V-2, 4->^ a n-O^/VT 5 >"2. 3 g (JR 
*34%) £r#fc 0 

[0 0 3 2] 1 H-NMR 6 (ppm) (CDC1 3 ) ; 0. 87 (3H, t), 1. 
2-1. 3(18H,m), 1.8-1.9(2H,m),2.8-2.9(2H,m), 4.2(2H, 
s), 7.4-7.45(lH,m),7.5(lH,m), 7.85(lH,d) 
MS ; 344 (M + ) 

[0 0 3 3] r©#m-&gBBl.0g (2.9mmol) £12.5% 

mm-^ / -;mm\omi\mm u wx:x i mmw 

Ltc 0 /-^%Ml±TK>g3k (20mmHg, 50 

°C) L, $Jfe (2.0mmHg, 50°C, 2^1) Lt, HSfc 

^SwN-y y y A--2, 4-^y pp^y^r 5 ^mmm. 

1.07g 01x^100%) 2r#fc 0 

[0034] mmm 1 («c*&i©s8!) 

ft^#*27 0. liilfP 

10.0S*§I5 

11^77^ 12.5]Bfi£|S 
5>t!)y 21.2jfifiiJ|S 
^77^y!7-7?7 7.0jfifi$|S 

y y -tr y >- 49. 2aiffi 

1+ 100. 0M*$I5 

[0035] *»j2 (tzmomw 

ftl>^#'>31 100. Omg 

rtH4yy»*/i->7A i25.0m g 

SS^!)3 h y y A 10. Omg 

y/vy 12. 5mg 
^fryytth!) y^ 2. 5m g 

ft 250. Omg 

[0036] cw^m.w<n im, r?;^ 
[0037] umm 1 (t,tt«ttw») 

(Um) «^y-X-»2ESrfflV^r, »ft:-g-*^50mg 
©ft^t)#^-26, 27, 30, 31, 40^440 6^^3^ 

(is*) 0 n^r-(D-r<77(DVim^mmhtc^ 

[0 0 3 8] Wm 2 (5lX0)Stt^a) 

• : Candida albicans IFO-1385 (C. A-l) 
Candida albicans IFO-1060 (C. A-2) 
Cryptococcus neoformans IFM-40092 (C. N. ) 

• &1$M ■ Aspergillus fumigatus IMF-4942 (A. 
F.) 

Aspergillus niger ATCC-6275 (A. N. ) 

• : Trichophyton mentagrophytes ATCC-95 
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33 (T.M. ) 

7 hn-7«MflS-ei««Lta&2 X10 6 cfu/ml(^ 

SO Titui&^U ^©#£^&0.2%Tween803r£tr3yS 
^«E*}^jS$*2 X10 7 cfu/ml(iff^L/c o 
Steffi ; 70%Xtt50%^/-/w-e3££iJ<z>S3p 
« 1 mg/ml^|SS U £ OHISlJS*PffiSr70%Xtt50%^ 

K/^^- (fe^MSl^gfttJl TNIT-P0026 
9J ) T?ilLft„ H«aKM^tt37 0 C^48Bfr H 1^* 
U *#«-C?tt30 , C-C5;5£7BM#*U *>MBWI» 
(MIC ; //g/ml) £*£>fc„ 

(ism) K*«iSttf««g*^, wri^-tsmw 



S/M&Wmb** (MIC) 
< 3. 13 n g/ml 
3.13^g/ml< 12. 50 g/ml 
12.50^g/ml< 50. 00m g/ml 
50. 00/xg/mKlOO.OOMg/ml 
100. 00/xg/ml< 



[0 0 3 9] 
[*2] 



[oV4 : 0 J»*Wt 



(51) int. ci. 6 mm% ifftwmm^ 

A 6 1 K 31/47 

mAmmmmtmm^m^K^iw 5 -32 



f 1 mm^tsm 

A 6 1 K 31/47 



